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OMNIINSIGHT™ BREAST CANCER PROGRAM

A comprehensive, MENA-focused approach integrating
polygenic risk scores (PRS), monogenic variant testing,
clinical factors, and lifestyle to deliver individualized
breast cancer prevention strategies.

WHY PRS MATTERS

e Traditional genetic testing alone is not enough.

e PRS detects hidden high risk—even in women with no BRCA ¢
other mutations.

¢ PRS also modifies risk for mutation carriers: two women with the
same mutation can have very different levels of risk.

e Uses a clinically validated multi-ancestry PRS, calibrated for
diverse populations including the MENA region.

PERSONALIZED PREVENTION

Results are translated into a clinically action able care plan aligned
with best- practice guidelines, enabling personalized recommendations
for screening, lifestyle modification, medical interventions, and
genetic counseling.




avigena

MONOGENIC RISK COVERAGE

Monogenic Risk Coverage Identifies high-impact pathogenic variants
across NCCN- recommended breast cancer genes, including: BRCAI,
BRCA2, ATM, BARDI1, CDHI1, CHEK2, NF1, PALB2, PTEN, RADSIC, RADSID,
STKT1, TP53.

POWERED BY BLENDED GENOME EXOME

The innovative genomic technology is developed in collaboration with
Broad Clinical Labs at Harvard and MIT, the program combines 95.5%
Whole- Exome Sequencing (WES) with genome-wide IcCWGS to detect both
rare mutations and polygenic risk with high precision.

Testing is performed through CAP/CLIA-accredited laboratories, with
analytics support from Allelica, (MGB/LMM), and regional collaboration with
Novo Genomics.

Equipped with most precise risk assessment available.
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GENOMIC APPROACH TO PREVENTION
Introducing BC-PRS

What is BC-PRS 7

A computational score derived from thousands to millions of genetic
variants (SNPs).

Estimates an individual's inherited riskfor common diseases such as
Breast Cancer.

Requires a single DNA test (blood or saliva); stable across life

Independent of traditional risk factors Complements—does not replace
—current clinical models
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BC-PRS: A NEW PARADIGM

W 30% of BC risk is genetic

P Standards tests (e.g. WES/WGS) detect only

monogenic variants

’ Polygenic risk contributes far more than rare
mutations (4-fold greater impact)

" Strong predictor of lifetime and recurrent BC
risk

DISTRIBUTION OF FACTORS CONTRIBUTING TO BC RISK

Genetic vs Non-Genetic X Avigena
Contributions to Disease Risk
70-75%
25-30%
15-20%
5-10%
- J J
Monogenic Risk Polygenic Risk Total Heritable Risk Mon-Genetic
High-impact single Cumulative effect of Owerall genetic I.'Spgradi:] Risk
Qe MUtations multiple genes (PRS) precisposition Ervironmental & lifestyle
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WHO SHOULD TAKE THIS TEST?

Female — Adult (18-75 years)

% Healthy women interested in understanding their personal risk of
breast cancer.

E@ Women diagnosed with breast cancer seeking to understand the
: genetic factors contributing to their disease.

3N\  Women who carry a rare monogenic mutation (e.g., BRCA)
associated with increased breast cancer risk.

2%,  Women with a family history of breast
cancer.
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ARAB-OPTIMIZED BC-PRS

v Most PRS models are European-based; Avigena
patent the first Arab-validated BC-PRS

¢ Validated in Arab cohorts in addition to various
ancestries

AVIGENA AWARDED PATENTS FOR

BREAST CANCER AND CORONARY
ARTERY DISEASE
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FROM GENETIC RISK TO PREVENTIVE ACTION

40% improvement in early Detection with PRS vs. Mammography

Women enter screening at age 40-50 PRS identifies risk from early life

Tailored screening: early for high-risk,

Uniform intervals (e.g, every 2 years) later for low-risk

Misses high-risk younger women Early detection in high-risk individuals

Potential over-screening of low-risk women Reduced over-screening in low-risk women
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FROM GENETIC RISK TO PREVENTIVE ACTION

EVEN WITH THE SAME MONOGENIC MUTATION, RISK
CAN VARY WIDELY—PRS HELPS EXPLAIN AND
STRATIFY THAT RISK

Substantial gradient of risk ranges by both monogenic
and polygenic state in Breast cancer

Hereditary broast and ovarian Breast cancer due to PALB2 and CHECK2 mutations varies by

g -| cancer variant i polygenic risk

= Carriers .| 13-76% PALB2 CHECK2

= Noncarrers

Probability of Breast Cancer by Age 75 Years (%

Percentile of Polygenic Score
Fahed AC &t al. Natire Cornmunications 2020
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Geenomic Medicine Year in Review: 2020

Terd A Rimmclla i~ Carel |. Dull? Fex L Chisholm ' Peesich A Deverbs | Gopliey L Claabeasg,
hisdieen Cealdch, Gall F vk Gesrpe & kispash, " Sdary V. Beling® Dun b, Esden,
Ky Birmirp | eveiis e lesin Mak v W Ulaee aml Bia L} larrs

I Arrpthineg Traly Monssgens?

Falwad AL, of o, (220 Polpmb
Fackpoerd Mindifis Feamsmes  of
Msmegeaic Uckenwis for Ther T (el
Condftias. Nt Commen. 11, 52235
Ltk variation il uerscing i
mw ik B commany divided Inis
MonD e vanans of Lege oot and
pokygenik vaianivol wnall efect, b
s Ak ciplay Belwesn maogeEnic ad
polygenic ok hay ot been widely
sl neal. Dnata Tecen oo 820000 Lo
vk from dhe UK BioSankand Codor
Crennics Labwirabony camylng mione
panic dik vansni hof HEGC, Dynch
syrosome, aed FH were anabreesd b

L L 08 nma - L ] - -
- ¥ ;E,. - ‘Jolie gene BRCAIl is not a cancer
S —— certainty

I moncgens carmers of B v i



avigena

WHY PRS
MATTERS
FOR BREAST

7 CANCER

PRS provides women with a personalized
breast cancer risk estimate.

It enables more informed decisions on
screening and prevention.

PRS stratifies risk beyond monogenic
mutations like BRCA.

Age-based screening alone can miss early
cases—PRS helps detect risk earlier.

Early detection and targeted prevention
can reduce breast cancer deaths.

High-risk women can receive tailored
guidance to lower their risk.
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Early Detection guided by the PRS
prevents Breast Cancer and saves lives

Predicting Medical Events

Anticipating health issues before they occur

Preventing Breast Cancer

Reducing risk through early intervention.

Identifying High-Risk Individuals

Early detection of at-risk patients

Polygenic Risk Score (PRS)

Precision medicine approach to prevention

Disclaimer: Educational material only; PRS must be interpreted by qualified

healthcare professionals within clinical context
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Risk-based screening was associated with a ~38% reduction
in advanced-stage (211B) breast cancers

compared to annual screening, reflecting a significant improvement in early detection

JAMA

QUESTION Compared with annual screening, is risk-based breast cancer screening as safe, less morbid, and as acceptable to women?

CONCLUSION Risk-based breast cancer screening, including population-based genetic testing, safely stratified risk and screening intensity,
but did not reduce rates of biopsy.

POPULATION ’
28 372 Women I

Women aged 40-74 years with
no prior diagnoses of breast
cancer or ductal carcinoma

in situ or prophylactic bilateral
mastectomy

Mean age: 54 years

LOCATIONS

50
USstates g

INTERVENTION
P\i}_#l'i##'l#'l
Ll [__!,.
(28372 Women randomized ‘-1 ,,,,, , -h
14212 14160

Risk-based screening
Risk assessment and screening
recommendation based on
assignment to 1 of 4 risk groups

PRIMARY OUTCOME

Annual screening
Risk assessment and annual
breast cancer screening
(mammaography)

Noninferiority in stage 21IB breast cancers; reduction

in biopsy rates

FINDINGS
Rate of stage =118 cancers per 100000 person-years

| Risk-based Annual
| screening screening

30.0 48.0

(95%CI, 16.3-43.8) (95% €1, 30.1-65.5)

Rate difference of stage zIIB cancers was noninferior:
Between-group difference,

-18.0 per 100 000 person-years
(95% C1, -40.2 0 4.1)

There was no decrease in biopsy rates
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Jama | Original Investigation | WOMERMNS HEALTH
Risk-Based vs Annual Breast Cancer Screening
The WISDOM Randomized Clinical Trial
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Omnilnsight™ - Breast Cancer
Genomics-guided breast cancer risk prediction and prevention

Omnilnsight™ Breast Test Name Description
Cancer (OI-BC™)
Product Code: OI-BC- Comprehensive Breast Cancer Designed for prevention-first risk
02 Genomic Risk Stratification assessment prior to disease onset
(PRS + Monogenic Analysis) rather than post-diagnostic
genetic evaluation
Polygenic Risk Score (PRS) Genome- Included Genes
wide polygenic susceptibility
assessment BRCA1, BRCAZ, ATM, BARD1,
CDH1, CHEK2, NF1, PALB2, PTEN,
Breast Cancer PRS: 533K—693K RADS51C, RADS1D, 5TK11, TP53
variants using ancestry-specific
madels

Clinical Intent: Not intended for the diagnosis of breast cancer. Designed for genetic risk prediction and
preventive management. Supports risk-based screening using polygenic risk scores (PRS).

Technology: Blended Genome-Exome™ sequencing (95.5x WES + genome-wide lcWGS), performed in a
CAP/CLIA-certified laboratory in collaboration with the Broad Institute (MIT/Harvard).

Clinical Output: Integrates PRS, monogenic variants, clinical and lifestyle factors to generate an
integrated genomic report, personalized prevention roadmap, and virtual genetic counseling via the

Avigena Omnilnsight™ platform.

Clinical Indications

Population Description

Asymptomatic adult women (18—75 years) For personalized breast cancer risk assessment. Use
PRS as a risk-based screening tool.

Women with breast cancer To evaluate inherited susceptibility

Women carrying a monogenic mutation (e.g., PRS modifies the penetrance of monogenic variants

BRCA} (e.g., BRCA), resulting in different absolute risks
among carriers of the same variant.

Women with a family history of breast cancer To refine individual risk beyond family-history—based
assessment.

Logistics

Sample Collection: Non-invasive saliva collection kit

Turnaround Time: 6—8 weeks

Laboratory: CAP/CLIA-certified laboratory in collaboration with the Broad Institute (MIT/Harvard)
CPT Codes: 81599, 96040

Avigena LLC; ID 99-5123217 | 6 Liberty Square, PMB 6129, Boston, MA 02109 | www.avigena.com
Avigena Limited, ADGM | D78, Office 2201, Sky Tower Shams, Al Reem Island, Abu Dhabi, UAE



Mass General
Brigham/Harvard

Massachusetts
General Hospital/
Harvard

Brigham and
Women's Hospital

Harvard /Mayo
Clinic

Northwestern
Medicine

Vanderbilt
University Medical
Center

University of
Chicago Medicine

Baylor College of

Medicine

Penn Medicine

Cleveland Clinic
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Leading U.S. Centers Advancing Clinical Use of Polygenic Risk Scores (PRS)

Boston,MA

Boston,MA

Boston,MA

Rochester,

MN

Chicago, IL

Nashvill TN

Chicago, IL

Houston, TX

Philadelphia,

PA

Cleveland,

OH

Clinical test via
LMM+ translational
programs

Preventive
genomics clinics

Preventive
genomics & clinical
genetics programs

Genome-Informed
Risk Assessment)

Research-to-care
implementation
(eMERGE site)

Translational
implementation
(precision medicine
programs)

Clinical genomics
programs

Clinical genomics
framework with
PRS partners

Biobank-driven
research-to-care
programs

Genomic medicine
programs

Cardiovascular PRS(clinical);
other common dlseoses
(research/implementation)

Cardiovascular and common
disease PRS

Cardiometabolic and common
disease PRS

Cardiovascular, cancer,
diabetes

Cardiometabolic and
common
diseases

Cardiovascular, metabolic
and cancer PRS

Cancer PRS (especially
breast cancer)

Multi-ancestry PRS for
common diseases

Cancer and

cardiometabolic
PRS

Cardiovascular and common
diseases PRS
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Shipment Logistics Instructions

A. Shipment Address (via DHL or other courier services)

Broad Clinical Labs Receiving Lab 132 27 Blue Sky Drive Burlington,
MA 01803, USA Attention: Nick Argiro Phone: +1 617-714-8952

B. Sample Labeling Requirements

Product: DNA Genotek saliva collection kits (ORAgene)

All samples must include two unique identifiers clearly visible on the collection tube:

1. Barcode (Primary Identifier):
The barcode is pre-printed onthetube andmustremain clearly visible.
Do not cover or obscure the barcode.

L m/ﬂ
’H'”II'H 'l "l

2. Patient Identifier (Secondary Identifier):

A label including the patient’s full name and date of birth must be affixed to the tube.
Ensure that the label does not cover or obscure the barcode or kit code.

Samples may be rejected if:

. The barcode is covered or unreadable
Patient identifiers are missing or
incomplete

C. Required Documentation (to be shared electronically)

Please submit the following documents via email, WhatsApp, or the Clinic Portal:
* Barcode (as printed on the saliva collection

tube) Patient full name and date of birth

Signed Consent Forms Completed Patient

Intake Forms DHL shipment details and tracking

information

Handling Instructions:

Store samples at room temperature. Avoid exposure to extreme heat.
Forassistance, pleasecontact:

* Email: infoeavigena.com *« WhatsApp (Avigena Boston): +1 (617) 412-5580

Avigena LLC; ID 99-5123217 | & Liberty Square, PMB 6129, Boston, MA 02109 | www.avigena.com
Avigena Limited, ADGM | D78, Office 2201, Sky Tower Shams, Al Reem Island, Abu Dhabi, UAE
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